HIGH THROUGHPUT METHODS OF HLA TYPING 



ABSTRACT OF THE DISCLOSURE 

A method for determining an HLA genotype of a subject is disclosed. The 
method comprises (a) isolating template nucleic acid from the subject; (b) amplifying the 
template nucleic acid to generate sufficient product for each allele of at least one gene locus 
to be determined; (c) hybridizing the template nucleic acid with an immobilized array of 
capture oligonucleotides, each having a known nucleic acid sequence of an HLA allele; and 
(d) determining the particular capture oUgonucleotide to which the template nucleic acid 
hybridizes, thereby determining the genotype of the subject. A number of additional methods 
that can eliminate or abbreviate additional steps are also described. Moreover, the present 
invention provides a method for determining tissue compatibility using the determined HLA 
genotype. 
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to 

CO 

to 

CM 

in 

o 

ED 
01 

a 


label 


DR2R47F 


DR2R47? 


DR2R57S 


DR2R57D 


DR2R57V 


DR2R58E 


DR2R60? 


DR2R60? 


DR2R67F 


DR2R74L 


DR2R85? 


DR2R86G 


DR2R86V 


DR2R37S 


DR2R37Y 


DR2R47F 


DR2R57S 


DR2R57D 


DR2R58E 


DR2R67F 


Primer AS 


DR23 


DR48 


DR26 


DR25 


DR27 


DR28 


DR44 


DR45 


DR29 


DR34 


DR46 


DR39 


DR40 


DR20 


DR21 


DR23 


DR26 


DR25 


DR28 


DR29 


Primer S 


DR07 


DR07 


DR07 


DR07 


DR07 


DR07 


DR07 


DR07 


DR07 


DR07 


DR07 


DR07 


DR07 


DR08 


DR08 


DR08 


DR08 


DR08 


DK08 


DR08 


Mix 


DRM38 


DRM39 


DRM40 


DRM41 


DRM42 


DRM43 


DRM44 


DRM45 


DRM46 


DRM47 


DRM48 


DRM49 


DRM50 


DRM51 


DRM52 


DRM53 


DRIVI54 


DRM55 


DRIVI56 


DRM57 


Tray 


D02 


D03 


D04 


to 

CD 

Q 


D06 


D07 


DOB 


D09 


D10 


5 


CM 
5 


E01 


CM 
O 
UJ 


CO 

o 

LU 


E04 


m 
o 

LU 


E06 


E07 


EOS 


E09 



2 



CD 



CD 



<3 



2 



Table 5 



ID 




Location 




CI06 


3' 


HLA-C Ex3 243-263 


Biotin 


CI07 


3' 


HLA-C Ex3 243-263 


Biotin 


CI08 


y 


HLA-B&CEx3 195-213 


Biotin 


CI09 


3' 


HLA-C Ex4 234-251 


Biotin 


Clio 


3' 


HLA-C Ex3 258-275 


Biotin 


cm 


3' 


HLA-C Ex3 195-213 


Biotin 


CI12 


3' 


HLA-C Ex4 31-49 


Biotin 


CI13 


3' 


HLA-C Ex3 134-151 


Biotin 


CI 14 


3* 


HLA-B&CEx3 18-36 


Biotin 


CI16 


3' 


HLA-C Ex4 4-23 


Biotin 


CI17 


3* 


HLA-C Ex4 4-23 


Biotin 


CI19 


3' 


HLA-C Ex3 25-42 


Biotin 


CI21 


3' 


HLA-ABC Ex3 216-233 


Biotin 


CI22 


y 


HLA-A & C Ex 3 196-214 


Biotin 


CI23 


y 


HLA-B & C Ex3 65-84 


Biotin 


CI24 


y 


HLA-C Ex3 131-148 


Biotin 


CI28 


y 


HLA-C Ex2 229-246 


Biotin 


CI29 


y 


HLA-A Ex3 216-233 


Biotin 


CI30 


y 


HLA-ABC Ex3 216-233 


Biotin 


CI31 


y 


HLA-A Ex3 195-213 


Biotin 


CI32 


y 


HLA-A Ex3 48-64 


Biotin 


CI35 


y 


HLA-C Ex3 25-41 


Biotin 


CI36 


y 


HLA-B &CEx3 169-185 


Biotin 


CI44 


y 


HLA-B Ex2 219-236 


Biotin 


CI55 


y 


HLA-B Ex3 195-213 


Biotin 


CI56 


y 


HLA-B & C Ex3 44-59 


Biotin 


CI57 


y 


HLA-ABC Ex3 76-92 


Biotin 


CI58 


y 


HLA-B & C Ex3 77-95 


Biotin 


CI59 


y 


HLA-B Ex3 92-111 


Biotin 


CI60 


y 


HLA-B Ex3 201-218 


Biotin 


CI61 


y 


HLA-ABC Ex3 216-233 


Biotin 


CI62 


y 


HLA-B Ex3 229-246 


Biotin 


CI63 


y 


HLA-B Ex3 260-276 


Biotin 


CI64 


y 


HLA-B Ex3 262-279 


Biotin 


CI65 


y 


HLA-B & C Ex3 10-29 


Biotin 
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cm 


3' 


HLA-B Ex3 18-36 


Biotin 


CI67 


3' 


HLA-BEx3 184-201 


Biotin 


CI68 


3^ 


HLA-B & C Ex3 69-87 


Biotin 


CI69 


3' 


HLA-A & B Ex3 68-85 


Biotin 


CI70 


3' 


HLA-B Ex3 156-173 


Biotin 


CI71 


3' 


HLA-B Ex2 173-192 


Biotin 


CI72 


3' 


HLA-A & B Ex2 246-264 


Biotin 


CI73 


3' 


HLA-B Ex4 168-187 


Biotin 


CI74 


3' 


HLA-B Ex3 11-28 


Biotin 


CI75 


3' 


HLA-B Ex2 229-245 


Biotin 


CI76 


3' 


HLA-ABC Ex3 216-233 


Biotin 


CI79 


3' 


HLA-B Ex3 120-136 


Biotin 


CI82 


3' 


HLA-A &B Ex3 228-245 


Biotin 


CI84 


3' 


HLA-B Ex3 120-136 


Biotin 


CI86 


3' 


HLA-B Ex2 226-243 


Biotin 


CI90 


3* 


HLA-ABC Ex3 156-172 


Biotin 


CI91 


3' 


HLA-B Ex3 44-60 


Biotin 


CI95 


3' 


HLA-B Ex2 207-225 


Biotin 


CI96 


3' 


HLA-B Ex2 207-226 


Biotin 


CI98 


3' 


HLA-B & C EX3 69-87 


Biotin 


CI 100 


3^ 


HLA-ABC Ex3 216-233 


Biotin 


CI109 


3' 


HLA-A Ex3 80-100 


Biotin 


CIllO 


3' 


HLA-A Ex3 212-229 


Biotin 


CIlll 


3' 


HLA-A Ex3 105-123 


Biotin 


CI112 


3* 


HLA-A Ex3 71-88 


Biotin 


CI113 


3' 


HLA-A Ex3 110-128 


Biotin 


CI116 


3* 


HLA-C Ex3 25-41 


Biotin 


CI117 


3' 


HLA-C EX3 183-200 


Biotin 


CI118 


3* 


HLA-C Ex3 169-186 


Biotin 


CI124 


3' 


HLA-B &CEx3 195-213 


Biotin 


CI125 


3* 


HLA-C Ex4 234-251 


Biotin 


CI126 


3' 


HLA-C Ex3 258-275 


Biotin 


CI127 


3' 


HLA-C Ex3 195-213 


Biotin 


CI128 


3' 


HLA-C Ex3 18-36 


Biotin 


CI 129 


3' 


HLA-C Ex3 246-265 


Biotin 


CI131 


3' . 


HLA-B & C Ex3 76-93 


Biotin 


CI132 


3' ] 


HLA-B Ex3 69-86 


Biotin 


CI133 


3' ] 


HLA-A Ex3 20-39 


Biotin 



CI136 


3' 


HLA-AEx2 186-205 


Biotin 


CI137 


3' 


HLA-AEx3 216-232 


Biotin 


CI140 


3' 


HLA-A & B 224-262 


Biotin 


CI 143 


3' 


HLA-A Ex2 184-203 


Biotin 


CI145 


3^ 


HLA-A Ex2 226-43 


Biotin 


CI146 


3' 


HLA-B 


Biotin 


CI149 


3' 


Internal Control 


Biotin 


C3R195G 


3* 


HLA-CEx3 195-213 


Biotin 


C3R195C 


3' 


HLA-CEx3 195-213 


Biotin 


C3R076A 


3' 


HLA-C Ex3 76-93 


Biotin 


C3R076C 


3' 


HLA-C Ex3 76-93 


Biotin 


C3R076T 


3' 


HLA-C Ex3 76-93 


Biotin 


C3R075TA 


3' 


HLA-C Ex3 75-93 


Biotin 



68 



Table 6 



ID 






PRIMER 


DQOl 


5* 


Biotin 


DQB 8V-1 


DQ02 


5' 


Biotin 


DQB 26G-1 


DQ03 


5* 


Biotin 


DQB 26La-l 


DQ04 


5' 


Biotin 


DQB 26Y-2 


DQ08 


5' 


Biotin 


DQB 55P-1 


DQ13 


5* 


Biotin 


DQB 71K-1 


DROl 


5' 


Biotin 


DR2S9-4 


DR02 


5' 


Biotin 


DR2S10G 


DR03 


5' 


Biotin 


DR2S10L-1 


DR04 


5' 


Biotin 


DR2SIID-2 


DR05 


5' 


Biotin 


DR2S11R-1 


DR06 


5' 


Biotin 


DR2S13C-2 


DR07 


5' 


Biotin 


DR2S13G-1 


DR08 


5' 


Biotin 


DR2S13H-2 


DR09 


5' 


Biotin 


DR2S13R-1 


DRIO 


5' 


Biotin 


DR2S13S-2 


DRll 


5' 


Biotin 


DR2S14K-2 


DR12 


3' 




DR2RI7-1R 


DR13 


5' 


Biotin 


DR2S26L-3 


DR14 


5' 


Biotin 


DR2S26L-4 


DR22 


5' 


Biotin 


DR2S37YA- 
1 


DR24 


5' 


Biotin 


DR2S52B-3 


DR85 


5' 


Biotin 


DR2S11A 


DR86 


5* 


Biotin 


DR2S14b 




5* 


Biotin 


DPA-E 
(PC) 



